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DETAILED ACTION 

Claims 1-15 are pending in this application. 

Claim Rejections - 35 USC § 1 12-2? d paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out 
and distinctly claiming the subject matter which the applicant regards as his 
invention. 

1. Claims 1-14 are rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential elements, such omission amounting to a gap between 
the elements. See MPEP § 2172.01 . 

The methods as claimed are incomplete, they only recite measuring Lipocalin- 
type prostaglandin D synthase (L-PGDS), but does not provide a correlation step or 
indicate what levels would detect pregnancy-induced hypertension. While the 
specification can be used to provide definitive support, the claims are not read in a 
vacuum. Rather, the claim must be definite and complete in and of itself. Limitations 
from the specification will not be read into the claims. The claims as they stand are 
incomplete and fail to provide adequate structural properties to allow for one to identify 
what is being claimed. Claims 1-14 are vague and indefinite because the methods as 
claimed are so broad and don't recite a complete method. 

Claims 2, 3, and 7 are vague and indefinite because they recite the term "normal 
pregnant women". What is encompassed by the term "normal", e.g. does this refer to a 
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normal weight, no gestational diabetes, not advanced maternal age, etc? Does the term 
mean to convey a pregnant woman not inflicted with pregnancy-induced hypertension? 
Clarification and correction is required. 

Claim 4 is vague and indefinite because it is directed to determining the severity 
of pregnancy-induced hypertension, but provides no values which indicate what is 
considered 'mild', 'high risk', etc. 

Claim 8 is vague and indefinite because it is unclear what is meant by "evaluating 
fetus and placental function". What type of function is being evaluated? E.g. blood flow, 
fetal heart, fetal brain activity, etc? Clarification and correction is requested. 

Claims 9-14 recite the methods measure the level of L-PGDS in a body fluid 
(blood or urine) by an immunological assay method . There are many immunological 
assay methods, which in particular are the applicants referring to? The metes and 
bounds of the claimed methods are not clear. A claim is indefinite where it merely 
recites a process without any active, positive steps delimiting how this process is 
actually practiced. 

Claim Rejections - 35 USC § 112-enablment 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 
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2. Claims 1-14 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. In the instant case the applicants claim a method of detecting pregnancy- 
induced hypertension by measuring the level of L-PGDS in body fluid samples. The 
disclosure does not enable for the detection of pregnancy-induced hypertension but 
rather the detection of L-PGDS in body fluid samples of a patient with pregnancy- 
induced hypertension. The disclosure does not teach a particular method that would 
detect pregnancy-induced hypertension as opposed to other onsets of hypertension, 
therefore, the method for detecting or predicting or determining the severity of 
pregnancy-induced hypertension is not enabled. 

The specification is also not enabling for a method of "evaluating a fetus and a placental 
function". All the support examples of the instant invention relate to detecting L-PGDS 
levels in the serum or blood of a pregnant woman and provide no working examples 
with samples taken from a fetus or the placenta. It is not clear how detecting the level of 
L-PGDS in a body fluid sample collected from a pregnant woman who has developed 
PIH can be used to evaluate fetus and placental function as claimed. In the disclosure it 
is stated that the "evaluation of a fetus and placental functions" means evaluation of 
whether or not placental functions for supplying nutrition and oxygen to a fetus decrease 
or means to evaluate whether or not any injury such as organ damage occurs in the 
fetus. When the L-PGDS level in a body fluid sample is low, the fetus and placental 
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functions are evaluated to be in a good state. When the same is high, the fetus and 
placental functions are evaluated to be in a sub-optimal state. It is well known in the art 
that hypertension in the pregnant woman affects the development of the placenta, which 
is important for the nourishment and growth of the fetus. Low amniotic fluid levels and/or 
intrauterine growth restriction could have adverse effect on the fetus. While the 
detection of the levels of L-PGDS is indicative of the state of the mother thereby the 
dangers for the fetus it is by no means an evaluation of a fetus and placental function. 
The state of the art: L-PGDS is normally present in various organs (such as CNS, retina 
and genital organs) and is found in body fluids (such as serum, urine and amniotic 
fluids) Manya et al 2000, J Biochem, vol 127, pp 1001-11. The levels of L-PGDS are 
reportedly higher due to hypertension in patients with cardiovascular injuries, kidney 
injuries and in some pregnancies (Eguchi et al 1997, PNAS, vol 94, pp 14689-94 and 
Hirawa et al 2002, Hypertension, vol 39, pp 449-54). There is thus far no evidence in 
the prior art to indicate that hypertension-induced levels of L-PGDS are any different in 
pregnancy from that of renal dysfunction or heart conditions. 

Therefore, only the method of detecting L-PGDS, and not the full breadth of the claims 
are enabled in 35 USC 112, first paragraph. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

3. Claim 15 is rejected under 35 U.S.C. 102(b) as being anticipated by Oda et al 
(Clinical Chemistry, 2002, vol 48, pp 1445-53) or Melegos et al (Clinical Chemistry, 
1996, vol 42, pp 1984-91). 

Claim 15 refers to a kit for detecting human L-PGDS. The term "for detecting 
pregnancy-induced hypertension" in the claim is an intended use only. A recitation of 
the intended use of the claimed invention must result in a structural difference between 
the claimed invention and the prior art in order to patentably distinguish the claimed 
invention from the prior art. 

Oda et al teach the development and evaluation of a Practical ELISA for human 
L-PGDS detection in the urine using monoclonal antibodies 1B7 and 7F5 as in the 
present invention. Oda et al's teaching anticipates the kit of the instant invention. 

Melegos et al teach the development of a quantitative and sensitive assay using 
anti-human L-PGDS monoclonal antibodies 1B7 and 7F5 to detect L-PGDS in human 
tissue extracts and fluids. Melegos et al's teaching anticipates the kit of the instant 
invention. 



Claim Rejections - 35 USC § 103 
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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1.56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-8 refer to a method of measuring the level of human lipocalin-type 
prostaglandin D synthase in a body fluid sample. Claims 9-14 refer to a method of 
measuring L-PGDS by an immunological assay. Claim 15 refers to a kit containing L- 
PGDS antibody. 

4. Claims 1-15 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hirawa et al (Hypertension 2002, vol 39, pp 449-54) in view of Edelstam et al (Scand J 
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Clin Lab Invest 2001, vol 61, pp 583-91) and Oda et al (US Patent 6,461,827) in light of 
http://en.wikipedia.org/wiki/Pre-eclampsia. 

Hirawa et al teach that serum L-PGDS values and urinary excretions of L-PGDS 
are much higher in patients with essential hypertension than those in normotensive 
subjects, even when the patients with essential hypertension exhibit apparently normal 
renal function (see abstract and last paragraph of Introduction). Which means that 
regardless of the source of the hypertension there is an increased level of L-PGDS in 
hypertensive patients. Hirawa et al further teach that hypertension coupled with renal 
injuries is associated with further increased L-PGDS concentration in sera and in urine. 
While Hirawa et al teach L-PGDS as a marker for hypertensive conditions they do not 
specifically teach this in pregnancy. 

Edelstam et al teach the importance of developing a reference value assay by 
using diagnostic parameters of normal pregnant women to determine progressive pre- 
eclampsia in pregnancy-induced hypertension (p 583 and 584). Edelstam et al while 
teaching a method for detection of lipocalin in pregnancy-induced hypertensive women 
they do not teach the measurement of L-PGDS. Pre-eclampsia may develop at varying 
times within pregnancy and are classified as a medical condition where hypertension 
arises in pregnancy (pregnancy-induced hypertension) (http://en.wikipedia.org/wiki/Pre- 
eclampsia). Edelstam et al discuss the need to have a diagnostic tool for the diagnosis 
of progressive pre-eclampsia during pregnancy and while teaching a method to 
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determine progressive pre-eclampsia by measuring human neutrophilic lipocalin 
Edelstam et al do not teach the determination of lipocalin-type prostaglandin D synthase 
in their assay. 

Oda et al teach a method of detecting or predicting ischemic disorder by using as 
an indication the concentration of human lipocalin-type prostaglandin D synthase in 
body fluid samples from subjects. Oda et al further teach that the method used 
comprises comparing the L-PGDS concentration in the body fluid samples from normal 
subjects a reference, thereby detecting or predicting the ischemic disorders. Reference 
value of the L-PGDS for each type of body fluid sample such as blood and urine as in 
the instant invention was established. Oda et al teach an immunological assay such as 
ELISA for the method of detecting, as well as predicting subjects at high risk of getting 
ischemic disorder. Furthermore, Oda et al teach a kit which contains an anti-human L- 
PGDS antibody. While Oda et al teach all the limitations of the above claims in the 
instant invention they do not teach the method of detecting L-PGDS in samples from 
individuals with pregnancy-induced hypertension. 

Hirawa et al's teaching indicates that L-PGDS regardless of the source is found 
to be present in the serum and urine of hypertensive patients, Edelstam et al teach the 
importance of setting a reference value for the diagnosis of markers for pre-eclampsia 
and Oda et al teach the development of methods and kits for the detection of L-PGDS in 
blood and in urine. 
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Taken together, the knowledge of the presence of L-PGDS in the serum and 
urine of hypertensive patients, with the information of the importance of employing a 
reference value in pregnant conditions to delineate a cut off value for determining a 
specific marker, and the working example of developing a method and kit for the 
detection of L-PGDS in blood and urine samples gives the motivation to one skilled in 
the art to combine the above teachings with a reasonable expectation of success. 

Therefore, it would have been obvious to combine the above teachings to 
develop a method of detecting pregnancy-induced hypertension by measuring L-PGDS 
in a body fluid sample as in the instant invention. Therefore, the teachings of Hirawa et 
al, Edelstam et al and Oda et al are obvious over the above claims of the instant 
invention. 

Claims 8 and 12 refer to a method of evaluating a fetus and a placental function 
through the detection of L-PGDS, however the method consist of detecting the level of 
L-PGDS from blood and urine as for the rest of the claims therefore they are 
unpatentable over Hirawa et al, Edelstam et al and Oda et al as above. 

Conclusion 

Claims 1-15 are rejected as explained above. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kerima Maasho whose telephone number is 571-270- 
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3055. The examiner can normally be reached on Monday-Thursday, 7:30am-5:00pm, 
ALT. Friday, EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on 571-272-0906. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Jennifer Graser/ 




Primary Examiner, Art Unit 1645 
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